The main function of the lungs is oxygen transport from the atmosphere into the blood circulation, while it is necessary to keep the pulmonary tissue relatively free of pathogens. This is a difficult task because the respiratory system is constantly exposed to harmful substances entering the lungs by inhalation or via the blood stream. Individual types of lung cells are equipped with the mechanisms that maintain pulmonary homeostasis. Because of the clinical significance of acute respiratory distress syndrome (ARDS) the article refers to the physiological role of alveolar epithelial cells type I and II, endothelial cells, alveolar macrophages, and fibroblasts. However, all these cells can be damaged by lipopolysaccharide (LPS) which can reach the airspaces as the major component of the outer membrane of Gram-negative bacteria, and lead to local and systemic inflammation and toxicity. We also highlight a negative effect of LPS on lung cells related to alveolar-capillary barrier and their response to LPS exposure. Additionally, we describe the molecular mechanism of LPS signal transduction pathway in lung cells.
Introduction
From a histological point of view, the lung is a very complex organ. The pulmonary epithelium consists of two major cell types-alveolar type I (ATI) cells and alveolar type II (ATII) cells, also termed type I and type II pneumocytes. ATI together with ATII cells form a complete epithelial lining of the peripheral part of the lungs and play an important role in pulmonary homeostasis. The alveolar epithelium represents a mechanical barrier that protects lungs from environmental insults, it is actively involved in immune response of the lungs and contributes to the maintenance of alveolar surface fluid balance [1] . The alveolar epithelium is in close contact with the endothelial monolayer of the pulmonary capillary network. There are alveolar macrophages (AM) located close to the epithelial surface and capillary endothelial cells [2] . The interstitial space between these two kinds of cells contains fibroblasts [3] (Figure 1 ).
Lipopolysaccharide (LPS), also named as endotoxin, is a part of the outer membrane of Gram-negative bacteria. It consists of a hydrophilic polysaccharide (O-antigen), an oligosaccharide core and a highly toxic lipid A [4] . Based on morphology, bacteria can be divided into two groups, (i) smooth strains which express LPS with core oligosaccharide and O-antigen and (ii) rough strains expressing a complete or a truncated core oligosaccharide but lacking the O-antigen [5] . LPS has a Lipopolysaccharide (LPS), also named as endotoxin, is a part of the outer membrane of Gram-negative bacteria. It consists of a hydrophilic polysaccharide (O-antigen), an oligosaccharide core and a highly toxic lipid A [4] . Based on morphology, bacteria can be divided into two groups, (i) smooth strains which express LPS with core oligosaccharide and O-antigen and (ii) rough strains expressing a complete or a truncated core oligosaccharide but lacking the O-antigen [5] . LPS has a pro-inflammatory effect and plays an important role in the pathogenesis of a Gram-negative bacterial infection. After entering the body, LPS stimulates the innate immunity and triggers biochemical and cellular responses that lead to the inflammation and toxicity [6] . Each cell type possesses common or cell-specific mechanisms by which it interacts with LPS when it enters the alveolus.
Mechanism of LPS Signal Transduction Pathway in Lung Cells
As was mentioned above, LPS is a strong activator of the host innate immune system. Mechanisms of the innate immune response involves specific pattern-recognition receptors (PRR), which recognize conserved molecular structures of various pathogens so-called as pathogen-associated molecular patterns and trigger immunological responses. The most important members of PRRs are toll-like receptors (TLRs), which have ten different members in human. This integral membrane receptors consist of an extracellular domain responsible for a recognition of 
As was mentioned above, LPS is a strong activator of the host innate immune system. Mechanisms of the innate immune response involves specific pattern-recognition receptors (PRR), which recognize conserved molecular structures of various pathogens so-called as pathogen-associated molecular patterns and trigger immunological responses. The most important members of PRRs are toll-like receptors (TLRs), which have ten different members in human. This integral membrane receptors consist of an extracellular domain responsible for a recognition of pathogen-associated molecular patterns (PAMP) and an intracellular signaling domain [7] [8] [9] [10] . It has been shown that endotoxin-induced responses are mediated by TLR4 in cell cultures [11] [12] [13] and also in vivo [14] [15] [16] . For example, TLR4-deficient or spontaneous TLR4 mutants (C3H/HeJ and C57/10ScCr) were not able to respond to LPS and suppressed Gram-negative bacterial infection [14, 15, 17, 18] . The requirement of TLR4 for LPS signaling is supported by genetic [19, 20] and binding [21] data indicating a direct contact between endotoxin and TLR4. TLR4 stimulation by LPS is a complex process with a participation of several molecules. Figure 2 shows a general mechanism of LPS signaling. Specific features related to lung cells are mentioned within the next sections.
The first molecule implicated in the recognition of endotoxin is probably LPS-binding protein LBP). This acute-phase plasma protein recognizes and binds to the lipid A part of LPS, extracts LPS rom bacteria, solubilizes it and then transfers it to glycoprotein CD14 [22] [23] [24] . CD14 exists in two orms-membrane-bound CD14 (mCD14) in myeloid cells or soluble CD14 (sCD14) in blood, which llows it to respond to LPS in cells without mCD14, e.g., epithelial and endothelial cells [22, [25] [26] [27] . The first molecule implicated in the recognition of endotoxin is probably LPS-binding protein (LBP). This acute-phase plasma protein recognizes and binds to the lipid A part of LPS, extracts LPS from bacteria, solubilizes it and then transfers it to glycoprotein CD14 [22] [23] [24] . CD14 exists in two forms-membrane-bound CD14 (mCD14) in myeloid cells or soluble CD14 (sCD14) in blood, which allows it to respond to LPS in cells without mCD14, e.g., epithelial and endothelial cells [22, [25] [26] [27] . CD14 reduces the amount of LPS required for cell responses on endotoxin exposure to picomolar concentrations [28, 29] . Therefore both LBP and CD14, greatly enhance LPS binding to TLR4. Binding of CD14 to LPS was considered to be essential for the LPS signal transduction pathway. It was shown that CD14-deficient mice are to be resistant to endotoxin induced shock [28] . However, also CD14-independent binding of LPS probably exists [30] [31] [32] . CD14 is essential for TLR4 activation by the smooth form of LPS but not by the rough form [33, 34] . TLR4 mediates cellular responses to endotoxin in cooperation with a small myeloid differentiation protein 2 (MD2) [35] . This protein seems to be essential for ligand recognition by TLR4. Requirement of MD2 for LPS responses was demonstrated by study using MD2 knockout mice, which did not react to LPS [36] . Similarly, the cell line with a point mutation in MD2 was unresponsive to LPS [37] . Extracellular domain of TLR4 forms a stable heterodimer with MD2. LPS binds to a hydrophobic pocket of MD2 and directly cause dimerization of the TLR4-MD2 complex. This triggers the recruitment of specific adaptor proteins to the intracellular domains and initiate a signaling cascade [38] . The intracellular TLR4 domains are structurally homologous to the interleukin-1 receptor (IL-1R) family and are called Toll/IL-1R homology (TIR) domains. Signaling adaptors also contains TIR domains, which interact with TIR domains of TLR4 after LPS binding [8] . TLR4 adaptors include myeloid differentiation factor 88 (MyD88), MyD88 adaptor-like protein (Mal), TIR-domain-containing adaptor protein (TRIF), and TRIF-related adaptor molecule (TRAM) [10, 39] .
Activated TLR4-MD2 complex can trigger two signal transduction pathways, (i) MyD88-dependent [40] and (ii) MyD88-independent pathway [41, 42] . MyD88-dependent response requires Mal for efficient signaling and leads to rapid activation of NF-κB. MyD88-independent signaling is mediated through TRIF and TRAM, leading to phosphorylation and dimerization of interferon regulatory factor 3 (IRF3) resulting in release of interferon β (IFN-β). MyD88-independent pathway is also able to activate NF-κB signaling, but at late times. NF-κB activation leads to the production of various pro-inflammatory cytokines, like TNF-α, IL-1β, IL-6, and chemokines such as monocyte chemoattractant protein 1 (MCP-1), macrophage inflammatory protein 3α (MIP-3α), and IL-8 resulting in elimination of bacterial pathogens. However, overproduction of inflammatory molecules can cause septic shock [7, 10, 39, [43] [44] [45] .
TLR4-independent mechanisms of lung injury by LPS were also suggested. Hagar et al. [46] have reported that LPS-activated caspase-11 causes an endotoxic shock in mice lacking TLR4. Another group studied the effect of accumulation mode particles in the presence of LPS on airway inflammation. The inflammatory effect of inhaled particles was strongly influenced by LPS. Lung responses were enhanced in the case of TLR4 signalization, but inflammation was also detected in the absence of TLR4, suggesting other TLR4-dependent responses to LPS [47] . Furthermore, LPS can bind to the P2X7 receptor [48] , which could have a role in LPS-induced ALI [49] . P2X7 is a transmembrane ion receptor widely expressed by immune cells [50] . Its activation leads to an increased membrane permeability for Ca 2+ cations and changes in cellular ion homeostasis associated with a release of pro-inflammatory molecules [51] [52] [53] . Intratracheally administered LPS led to necrosis of alveolar macrophages and induction of ALI through P2X7 receptor pathway [52] , which further supports the concept of TLR4-independent mechanisms of LPS action.
Alveolar Epithelial Type I Cells
ATI cells cover approximately 90% of the alveolar surface representing about 8% of the lung cell population. ATI cells are large flat cells with a surface area approximately 5000 µm 2 and with a small number of organelles [54] [55] [56] . Very thin cytoplasm and a limited number of mitochondria cause extreme sensitivity of these cells to injury [57] and contribute to their vulnerability [58] . ATI cells were originally described as terminal differentiated cells without any ability to divide and change their phenotype [59] . However, very recently it was shown that ATI cells could change their phenotype to ATII cells and proliferate, for example after a partial pneumonectomy [60] . ATI cells are highly specialized for the key function of the lungs-the gas exchange between alveoli and capillary blood. Moreover, they are involved in regulation of cell proliferation, ion and water transport, peptide metabolism, macrophage function modulation and signaling pathways in peripheral lungs [57] . ATI cells have all pumps and ion channels for transcellular sodium transport [61] . Water permeability is mediated by aquaporins [62] . Participation of ATI cells in the innate immune response in the lungs is also important [63] . Besides, ATI cells are involved in pro-inflammatory response. There is a large contact surface area with alveolar macrophages. ATI cells are capable to express toll-like receptors (TLRs) and produce a number of pro-inflammatory cytokines in response to LPS stimulation and during pneumococcal infection [64] .
Interaction of ATI Cells with LPS
ATI cells can play an important role in the pathogenesis of lung damage. LPS at concentrations of 1, 5, 10, 15, and 20 µg/mL did not affect the viability of ATI cells in vitro at various time conditions [65] . However, it was shown that LPS can stimulate production of a wide range of inflammatory mediators [63] . LPS-induced inflammatory damage in the lungs is mediated by the receptor for advanced glycation end products (RAGE), which are expressed at high basal levels in ATI cells [66] . Its soluble isoform (sRAGE) was proposed as a marker of ATI cell damage [67] . LPS increases RAGE expression in ATI cells in dose-dependent manner. RAGE activates NF-κB, which further supports the transcription of many inflammatory factors, such as TNF-α or IL-1β [66] . It has been shown that primary rat ATI cells express TLR4 [68] but the interaction between TLR4 and LPS was more extensively studied with ATII cells (see Section 4.1).
Alveolar Epithelial Type II Cells
ATII cells form only 7% of the alveolar epithelium, representing 16% of all lung parenchymal cells [56] . ATII cells are small cuboid cells with surface area approximately 250 µm 2 and a characteristic morphology with many lamellar bodies and apical microvilli [54] .
The main function of ATII cells is synthesis, secretion, and recyclation of the pulmonary surfactant, which is required for maintaining sufficient respiratory surface area of the mammalian lungs at the end of expiration [55] . Surfactant also has an important function in the local defense mechanisms of the respiratory system. From the immunological point of view, surfactant proteins (SPs) SP-A and SP-D, which act as opsonins and regulate the function of inflammatory cells, are best characterized [69] [70] [71] . However, there is an increasing evidence that also SP-B and SP-C can be involved in the immunomodulation necessary for the respiratory system protection [72] . Furthermore, ATII cells produce cytokines and growth factors that could affect immune cells [73] . ATII cells also represent a major source of endogenous antimicrobial peptides (neutrophil α-defensins, β-defensins, katelicidin hCAP18/LL-37) in the lungs [74] . Therefore these cells can be referred to as "defenders of the alveolus". Moreover, they are involved in sodium transport through sodium channels and thus help to keep the alveolar space relatively free of fluid [54] .
ATII cells are considered to be a multipotent cell with high plasticity and capability of self-regeneration and trans-differentiation into ATI cells. They are responsible for repairing the damaged tissue. Furthermore, depletion of this cell population may lead to various pulmonary diseases [54] . For example, damage of ATII cells plays a key role in the pathogenesis of idiopathic pulmonary fibrosis (IPF). Administration of ATII cells directly to alveoli is thought to restore epithelial regeneration capability and thereby attenuate or even reverse the progression of IPF [75] .
Epithelial cells may be damaged by various endogenous and exogenous factors. The most important exogenous factors are oxygen therapy [76] and artificial lung ventilation [77] . Pulmonary hypoxia is a possible consequence of many pathological conditions, including chronic obstructive pulmonary disease (COPD), lung tumors, pulmonary hypertension, edema and others [78] .
Interaction of ATII Cells with LPS
Potential mechanisms of ATII cell response to microbial infection have been studied in various models, including primary cell cultures and continuous cell lines such as human lung carcinoma A549 cells. Because of the many difficulties with the isolation and maintenance of primary ATII cells in tissue cultures, associated with the loss of their morphological and biochemical characteristics [56, 79] . A549 cells are extensively used as a model of ATII cells. However, the suitability of the A549 cell line as ATII model seems to be conflicting and is not fully investigated [79] [80] [81] . Regarding to surfactant production, data in the literature differ. A549 cells did not show any expression of surfactant proteins in the study of Mao et al. [82] . In contrary, others have reported expression of surfactant proteins in this cell line [83, 84] . Moreover, Cooper et al. [79] confirmed multilamellar body development in A549 long term culture. It may serve as evidence of lung surfactant in A549 cells as presence of lamellar bodies, also in other cell types, indicates surfactant production [85] . Thus more extensive research of the suitability of A549 cells as ATII cellular model is needed.
Human ATII cells [86] and A549 cells [87] constitutively express TLR4. The exposure to LPS significantly increase expression of TLR4 in human ATII cells [88] . TLR4 of ATII cells seems to be located predominantly intracellularly [87, 89] . TLR4 endocytosis induced by LPS is controlled by CD14 [90] which is expressed on the surface of ATII cells [89] . Alveolar epithelial cells were not shown to express mCD14 [87, 91] but there is evidence that LPS induces release of cytokines in the presence of sCD14. It suggests a requirement of serum components for activation of these cells by LPS [92] . An important crosstalk between epithelial cells and neutrophils was reported [93] . Neutrophils were suggested as a donor of sCD14 for A549 during stimulation by endotoxin.
Exposure of alveolar epithelial cells to LPS modulates the surfactant proteins. The expression of SP-A was higher in A549 cells treated with LPS compared to the control. However, the expression of SP-D was not affected by LPS [93] . Similarly, the SP-A gene expression was increased in mice lung cells after LPS inhalation [94] . On the contrary, the expression of SP-B was decreased in ATII cells exposed to LPS [95] , consistently with studies using an animal model of LPS-induced acute lung injury (ALI) [96] . It was assumed that the protein level could be reduced after stimulation with LPS. Moreover, LPS affects the interaction between SP-B and lipids and thus reduce the expression and membrane function of SP-B [95] . In the same way, SP-C expression was abnormally lower in ATII cells of LPS-exposed rats [97] . ATII cells express functional receptors for LPS, such as TLR2 and TLR4 [86] . TLR-dependent pathway could possibly explain LPS-caused lung inflammation and subsequent alterations in SPs expression in ATII cells. In our experiments, at least 1.5-fold decrease was present in the expression level of all SPs in the lungs of rats with intratracheal LPS at the dose 500 µg/kg, while the administration of LPS at the dose 1000 µg/kg even further potentiated this effect [98] .
Endotoxin specifically activates TLRs, resulting in activation of the NF-κB signal transduction pathway and secretion of pro-inflammatory cytokines and chemokines like IL-6, IL-8, and type 1 interferons [83, 93] . The effect of LPS on both types of cells, ATII and A549, leads to the reduction in cell viability and apoptosis induction, typical by the apoptotic bodies' formation, DNA fragmentation, and chromatin condensation in time and concentration dependent manners [97, 99] . Similarly, significantly enhanced apoptosis was present in ATII cells from animal models of LPS-induced ALI [100] . It has been shown that intratracheal administration of LPS in high doses directly caused the death of mice bronchial epithelial cells [101] . Excessive activity of ATII cells is another important cause of ALI. This kind of programmed cell death is characterized by the formation of autophagosomes, degradation of cytoplasmic content, and chromatin condensation [102] . Very recently, different time courses of autophagy and apoptosis in rat lung tissue during LPS-induced ALI were reported [103] . At early stages (1 and 2 h) of ALI, pulmonary cell death began with autophagy and peaked at 2 h. As ALI progressed, the level of apoptosis gradually increased and reached its maximum at later stages (6 h), while autophagy was decreased in a time-dependent manner. This suggests distinct roles of these two kinds of lung cell death at different stages of LPS-induced ALI. One of the main factors contributing to LPS-triggered death of alveolar epithelial cells may be an augmentation of intracellular reactive oxygen (ROS) and nitrogen species (RNS) including increased levels of cellular nitric oxide (NO). ROS and RNS are important apoptotic factors which may cause oxidative stress and subsequent cell apoptosis [99] . NO has been implicated in the pathogenesis of acute respiratory distress syndrome (ARDS) in animals and humans [104] . Previous studies described overproduction of NO, subsequent cellular oxidative stress and eventually cell death in different cell types exposed to LPS [105, 106] . Considerably increased levels of intracellular ROS and NO were present also in A549 cells after LPS treatment [99] . Thus, LPS is able to directly damage alveolar epithelial cells through ROS-induced apoptotic mechanism.
Interaction of Pulmonary Surfactant with LPS
Interaction of pulmonary surfactant with LPS was recently reviewed by Kolomaznik et al. [6] . Once LPS enters the lungs, it also interacts with pulmonary surfactant. It has been shown that both Re-LPS [107] and S-LPS [108] interact with surfactant lipid films, resulting in fluidization of these films and alteration of its surface properties and subsequent surfactant dysfunction. Very recently, the effect of endotoxin on clinically used modified porcine surfactant poractant alpha was analyzed. Results from in vitro experiments have shown that 1% LPS caused structural disarrangement of surfactant molecule, including disruption of lamellar structure, leading to inability to reach low surface tension [98] .
Besides surfactant lipid membranes, LPS directly interacts with SPs. Lung collectins (SP-A and SP-D), which significantly contribute to the surfactant homeostasis [109] , interact with LPS through a signal regulatory protein alpha (SIRPα) receptor, which is typical for collectins or calreticulin/CD91 complex [110, 111] . SP-A and SP-D interact with LPS in a different way. SP-A was shown to bind with Re-LPS to lipid A moiety dependently on calcium [112, 113] and SP-D binds especially with S-LPS to an oligosaccharide region of LPS molecule through a carbohydrate recognition domain (CRD) [114] . The interaction of collectins with membrane LPS destabilizes the bacterial membrane and increases its permeability, which could explain their antimicrobial roles [115, 116] . This is supported by the recent study in which the interaction of SP-A with LPS caused changes in conformation of LPS aggregates and reduced its biological activity [117] . It has been shown that lung collectins bind also with the CD14 molecule [113, 118] , TLR2 [119, 120] , TLR4 [120] [121] [122] and MD2 protein [119, 122] , which are involved in some responses to endotoxin. This suggests SP-A and SP-D are able to modulate cellular responses to endotoxin. The interaction of SP-A with CD14 was shown to inhibit binding of CD14 with S-LPS and thus may partially suppress inflammatory reaction. On the other hand, CD14 binding to Re-LPS seems to be more efficient in complex with SP-A. The binding of SP-D to CD14 inhibits interaction with both types of LPS [113] .
The main function of small hydrophobic proteins SP-B and SP-C is to provide rapid adsorption of phospholipids to the air/liquid interface [123] and are required for biophysical activity of surfactant [124] . However, these two proteins could have also immunomodulatory properties. SP-C was found to be able to bind to the lipid A part of LPS through N-terminal domain [125] and could modulate activity of alveolar macrophages [126, 127] (see Section 6). Similarly to SP-A, SP-C binds with CD14 [111] and subsequent modulation of CD14 conformation allows to bind LPS to CD14 more efficiently [128] .
Endothelial Cells
Endothelial cells (cell surface area approximately 1350 µm 2 ) form a thin monolayer lining the inner surface of the blood vessels and create an interface between the blood and tissues [3, 129] . Endothelium is not only a passive barrier, but it also actively regulates vessel permeability, passage of blood components into surrounding tissues, vascular tone, signaling, and angiogenesis [130] . Endothelial cells are capable of attracting a wide range of immune cells and they are thought to play a role in antigen presentation [131] .
Normal function of the endothelial barrier may be impaired by various external influences, including inflammation, sepsis, tumor growth, diabetes, atherosclerosis and other diseases. Inflammatory factors (e.g., histamine, bradykinin or platelet activating factor) increase capillary permeability and allow substances including plasma proteins to enter alveoli. It is an important step in pathogenesis of ARDS [132] .
Interaction of Endothelial Cells with LPS
Dysfunction of alveolar-capillary barrier is a characteristic feature of lung injury. This barrier is susceptible to bacterial infection that initiates a number of pathological events in the cells and finally leads to barrier breakdown [133] . An increased endothelial permeability is one of the major pathological characteristics of ALI [134] . Endothelium does not express mCD14. The interaction of LPS with endothelial cells is mediated through a sCD14 present in blood and TLR4 receptor which is expressed by these cells [135] . If sCD14 is not present, endothelial cells are resistant to LPS-triggered apoptosis. Similarly, antibodies against CD14 inhibit LPS toxicity in endothelium [136] . LPS binds to the surface of endothelial cells during infection and activates endothelial signaling pathways and secretion of inflammatory mediators such as IL-1ß, IL-6, IL-8 and TNF-α [133, 137] . These mediators induce ROS production, secretion of chemokines and adhesion molecules, reduction of anti-inflammatory mediators, and leukocyte transmigration [138] . Increased production of pro-inflammatory cytokines affects the microtubule arrangement in pulmonary endothelium [139] . There are interactions between circulating leukocytes and vascular endothelium. Monocytes adhesion to activated endothelium and their subsequent proliferation is a cause of atherosclerotic changes. Chemokines produced by endothelial cells facilitates the movement of circulating monocytes to atherosclerotic vessels and site of infection [138, 140] . In addition to the increased levels of inflammatory cytokines, high expression of ICAM-1 and VCAM-1 molecules was observed in LPS-activated endothelial cells. These molecules are known to mediate endothelial cell immune response during bacterial infections [133, 141] . LPS also strongly induces a key complement factors such as C1s, C1R, C3 [133] consistently with the current knowledge of their involvement in pulmonary host defense [142] and endothelial cell damage during acute lung injury and sepsis [143] .
Pro-inflammatory cytokines secreted by endothelial cells exposed to LPS also lead to the immunological activation and subsequent dysfunction of the epithelial barrier. IL-6 is known to modulate barrier properties of epithelial cells [144] . Janga et al. [133] compared the concentration of cytokines in monocultures of epithelial or endothelial cells and from their co-culture after LPS exposure. Epithelial cells secreted much lower amounts of inflammatory cytokines. After exposure to soluble factors from LPS-treated endothelial cells, epithelial cells reacted by an up-regulation of SP-A and significant down-regulation of SP-C and SP-D gene expression. These changes could be due to more the result of paracrine factors, for example inflammatory cytokines secreted by endothelial cells than the direct effect of LPS on epithelial cells.
Alveolar Macrophages
Alveolar macrophages (AM) are the major resident cell line in the bronchoalveolar space. Together with alveolar epithelial cells, they provide the immediate response to toxic substances and pathogens that reach the lower respiratory tract [145] . Another important role of AM is degradation of "used" surfactant, by which they prevent intra-alveolar accumulation of lipids and proteins and thus help to maintain homeostasis [146] . AM are large mononuclear phagocytic cells. Their precursors, monocytes, are formed from the hematopoietic stem cells in the bone marrow and they are released into the bloodstream. Monocytes differentiate into macrophages and dendritic cells during migration into tissues [147] . Three basic populations of macrophages with different functions were described-M1, M2, and regulatory macrophages. Classically activated M1 macrophages, which are produced under the influence of interferon IFN-γ, are generally characterized by pro-inflammatory properties. They mediate host defense against various bacteria or viruses and play a role in antitumor immunity.
Alternatively activated M2 macrophages, induced by IL-4 and IL-3 cytokines have anti-inflammatory functions and regulate wound healing. Regulatory macrophages secrete large amounts of IL-10, an essential anti-inflammatory cytokine, which is responsible to control the excessive inflammatory and autoimmune reactions [148, 149] .
AM in healthy individuals cannot be strictly classified into the M1 and M2 populations. The final phenotype depends on the interaction of cooperating pro-and anti-inflammatory factors. Overgrowth of M2 macrophages is a sign of many inflammatory lung diseases in humans and rodents [149] and studies suggest an important role of this population in the pathogenesis of pulmonary fibrosis [150, 151] . Although M2 macrophages participate in the repair of damaged lungs, persistence of this phenotype contributes to the excessive formation of pro-fibrotic factors associated with airway remodeling typical for chronic asthma [152] .
Recent research has highlighted the complex communication between AM and airway epithelium [153, 154] , which leads to the release of a wide range of cytokines and chemokines and is a key modulator of inflammatory responses [149] . Epithelium maintains macrophages in limited anti-inflammatory phenotype via interaction with the membrane glycoprotein CD200, IL-10 and transforming growth factor β (TGF-β) [155] . Surfactant proteins SP-A and SP-D are involved in negative regulation, too. In addition to binding to SIRPα, SP-A promotes the anti-inflammatory state in the lungs by inhibition of the C1 complex formation which is required for complement activation [156] . SP-A can also block binding of ligands to TLR2 and TLR4 receptors [122] and it is able to regulate TLRs expression in human macrophages [157] . In another studies SP-A decreased release of TNF-α from LPS-stimulated rat and human AM [110, 158] . SP-D has a key regulatory role, because SP-D deficient mice exhibit constitutive activation of AM [159] . However, in contrast to SP-A, SP-D was shown to slightly enhance TNF-α production in LPS-stimulated AM [160] . Another anti-inflammatory mechanism of the lung may be represented by SP-C, which is able to bind with LPS. SP-C associated with DPPC vesicles was shown to inhibit LPS binding to RAW254.7 macrophages and endotoxin-induced TNF-α production by peritoneal and alveolar macrophages [126] . Glasser et al. [127] suggested that SP-C deficiency disrupts the activation of AM and leads to the decrease in phagocytosis and pathogen clearance. Destruction of the airway epithelium and loss of its regulatory ligands can lead to pro-inflammatory response of AM to airway antigens. For example, the absence of CD200 results in a doubling of the number of AM and spontaneous regulation of activation markers [161] . An important determinant of pro-or anti-inflammatory response of macrophages are apoptotic and necrotic cells. In the first case, AM begins to act anti-inflammatory to prevent inflammatory reactions against their own proteins. Apoptotic cells also exhibit increased expression of CD200. Conversely, necrosis and secondary necrosis, which occurs when apoptotic cells are not removed, release cellular components associated with pro-inflammatory damage [149] .
Interaction of Alveolar Macrophages with LPS
LPS belongs to the classic activator of macrophages [148] . Response of AM to LPS and subsequent release of cytokines is dependent on TLR4 [162] . AM constitutively express TLR4 only at low levels but TLR4 expression is quickly enhanced after LPS exposure [88] . LPS binds to TLR4 receptor and leads to activation of NF-κB, production of various inflammatory mediators (TNF-α, IL-6), and ultimately cell damage and clinical manifestations of sepsis [163, 164] . An increased expression of 10 different mRNAs encoding pro-inflammatory cytokines and chemokines has been reported in LPS-activated AM [165] . Furthermore, intratracheally administered LPS induced the release of pro-interleukin-1α (IL-1α) from necrotic AM which subsequently activated endothelial cells and increased the vascular permeability [52] .
The ability of macrophages to phagocyte bacteria is significantly increased after exposure to a low concentration of LPS (0.1 µg/mL LPS). A slight increase was also observed at higher concentrations of LPS [166] . The production of cytokines by LPS-stimulated immune cells is time-and dose-dependent, whereas TNF-α can be released from macrophages one hour after LPS stimulation [167] . Another study demonstrated that LPS-mediated induction of TNF-α inhibits the phagocytic ability of macrophages [168] . Thus, insufficient elevation of phagocytosis after stimulation with higher LPS concentration can be attributed to LPS-mediated early induction of TNF-α [166] .
Lung Fibroblasts
Lung fibroblasts play a key role in all stages of lung development, including the development of alveolar units [169] . A number of lung fibroblast subunits have been defined, including lipo-fibroblasts, myofibroblasts and their precursors [170] . Under physiological conditions, fibroblasts produce only a small amount of extracellular matrix. After tissue damage, fibroblasts differentiate into contractile and secretory myofibroblasts, migrate to the site of injury, synthesize extracellular matrix components and contribute to tissue repair and wound healing. However, when these processes become excessive, they can cause a severe organ damage [171] .
Interaction of Lung Fibroblasts with LPS
Only a few studies have been focused on LPS effects on fibroblasts. There is an evidence that lung fibroblasts express TLR4 [172] . LPS can directly induce proliferation of lung fibroblasts through TLR4 receptors and thereby accelerate pulmonary fibrosis in the early stages of ALI [173] . Aberrant proliferation of pulmonary fibroblasts was detected in bleomycin-induced pulmonary fibrosis [174] , IPF patients [175] and LPS induced ALI [176] . Furthermore, LPS directly induces collagen secretion in primary cultured murine pulmonary fibroblasts via TLR4 signaling [172] . Another important factor in IPF pathogenesis is the communication between fibroblasts and alveolar epithelium. Mediators derived from alveolar epithelial cells control migration, proliferation, activation and differentiation of fibroblasts, leading to accumulation of myofibroblasts and extracellular matrix in the lungs. Myofibroblasts in turn secrete mediators that amplify epithelial cell damage and apoptosis, creating a vicious circle of pro-fibrotic interactions [177] .
Conclusions
The effect of LPS on the pulmonary alveoli is complex. Endotoxin causes lung damage by interacting with individual types of lung cells and initiating the secretion of various inflammatory mediators. This process results in disruption of alveolar epithelial and endothelial barriers. LPS also interferes with the ability of ATII cells to produce pulmonary surfactant and LPS itself binds to surfactant proteins and phospholipids leading to surfactant inactivation. The leak of protein-reach plasma into the airspaces and surfactant inactivation is an initial step of ARDS and thus LPS-induced lung injury may be a serious clinical problem. Except the standard measures included in ARDS treatment protocol, novel approaches such as administration of mesenchymal stem cells, which could possibly resolve pulmonary tissue damage, has to be considered. 
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